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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention comprises nucleoside derivatives for use in the 



treatment or prophylaxis of hepatitis C virus infections . In 
particular, the present invention discloses the novel use of known 
2 ' -deoxy-2 1 -f luoro nucleoside derivatives as inhibitors of 
hepatitis C virus (HCV) RNA replication and pharmaceutical 
compositions of such compounds. The compounds of this invention have 
potential use as therapeutic agents for the treatment of HCV infections. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A class of 2! -f luoro-nucleoside compounds are disclosed which are useful 
in the treatment of hepatitis B infection, hepatitis 

C infection, HIV and abnormal cellular proliferation, including tumors 
and cancer. The compounds have the general formulae: ##STR1## 



wherein 



Base is a purine or pyrimidine base; 

R.sup.l is OH, H, OR. sup. 3, N.sub.3, CN, halogen, including F, or 
CF.sub.3, lower alkyl, amino, loweralkylamino, di ( lower ) alky lamino, or 
alkoxy, and base refers to a purine or pyrimidine base; 

R.sup.2 is H, phosphate, including monophosphate, diphosphate, 
triphosphate, or a stabilized phosphate prodrug; acyl, or other 
pharmaceutically acceptable leaving group which when administered in 
vivo, is capable of providing a compound wherein R.sup.2 is H or 
phosphate; sulfonate ester including alkyl or arylalkyl sulfonyl 
including methanesulf onyl , benzyl, wherein the phenyl group is 
optionally substituted with one or more substituents as described in the 
definition of aryl given above, a lipid, an amino acid, peptide, or 
cholesterol; and 

R.sup.3 is acyl, alkyl, phosphate, or other pharmaceutically acceptable 
leaving group which when administered in vivo, is capable of being 
cleaved to the parent compound, or a pharmaceutically acceptable salt 
thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A class of 2 ' -f luoro-nucleoside compounds are disclosed which are useful 

in the treatment of hepatitis B infection, hepatitis 

C infection, HIV and abnormal cellular proliferation, including tumors 
and cancer. The compounds have the general formulae: ##STR1## 

wherein 

Base is a purine or pyrimidine base; R.sup.l is OH, H, OR. sup. 3, 
N.sub.3, CN, halogen, including F, or CF.sub.3, lower alkyl, amino, 
loweralkylamino, di ( lower ) alky lamino, or alkoxy, and base refers to a 
purine or pyrimidine base; 

R.sup.2 is H, phosphate, including monophosphate, diphosphate, 
triphosphate, or a stabilized phosphate prodrug; acyl, or other 
pharmaceutical^ acceptable leaving group which when administered in 
vivo, is capable of providing a compound wherein R.sup.2 is H or 
phosphate; sulfonate ester including alkyl or arylalkyl sulfonyl 
including methanesulf onyl , benzyl, wherein the phenyl group is 
optionally substituted with one or more substituents as described in the 
definition of aryl given above, a lipid, an amino acid, peptide, or 
cholesterol; and 

R.sup.3 is acyl, alkyl, phosphate, or other pharmaceutical^ acceptable 
leaving group which when administered in vivo, is capable of being 
cleaved to the parent compound, or a pharmaceutical^ acceptable salt 
thereof . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Pharmaceutical prodrug compositions are provided comprising azide 

derivatives of drugs which are capable of being converted to the drug in 
vivo. Azide derivatives of drugs having amine, ketone and hydroxy 
substituents are converted in vivo to the corresponding drugs, 
increasing the half-life of the drugs. In addition azide prodrugs are 



often better able to penetrate the blood-brain barrier than the 
corresponding drugs. Especially useful are azide derivatives of 
cordycepin, 2 ' -F-ara-ddl , AraA, acyclovir, penciclovir and related 
drugs. Useful azide prodrugs are azide derivatives of therapeutic 
alicyclic amines, ketones, and hydroxy-substituted compounds, including 
aralkyl, heterocyclic aralkyl, and cyclic aliphatic compounds, where the 
amine or oxygen moiety is on the ring, or where the amine or oxygen 
moiety is on an aliphatic side chain, as well as therapeutic purines and 
pyrimidines, nucleoside analogs and phosphorylated nucleoside analogs. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Pharmaceutical prodrug compositions are provided comprising azide 

derivatives of drugs which are capable of being converted to the drug in 
vivo. Azide derivatives of drugs having amine, ketone and hydroxy 
substituents are converted in vivo to the corresponding drugs, 
increasing the half-life of the drugs. In addition azide prodrugs are 
often better able to penetrate the blood-brain barrier than the 
corresponding drugs. Especially useful are azide derivatives of 
cordycepin, 2 1 -F-ara-ddl , AraA, acyclovir, penciclovir and related 
drugs. Useful azide prodrugs are azide derivatives of therapeutic 
alicyclic amines, ketones, and hydroxy-substituted compounds, including 
aralkyl, heterocyclic aralkyl, and cyclic aliphatic compounds, where the 
amine or oxygen moiety is on the ring, or where the amine or oxygen 
moiety is on an aliphatic side chain, as well as therapeutic purines and 
pyrimidines, nucleoside analogs and phosphorylated nucleoside analogs. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and compositions for treating urogenital tumors, and in 

particular, cancer of the prostate, bladder, and kidney, with BCNT, are 
disclosed. Any boron-containing compound that is sufficiently lipophilic 
to pass through the appropriate urogenital membranes in a quantity high 
enough to achieve therapy on irradiation with low-energy neutrons can be 
used. Carboranyl-containing nucleosides and oligonucleotides are 
particularly suited for use in BNCT of urogenital tumors. Preferred 
compounds include 5-carboranyl-2 ' -deoxyuridine ( CDU ) and 
5-o-carboranyl-l- ( 2-deoxy-2-f luoro-p-D-arabinof uranosyl ) uracil 
(CFAU). Nucleosides and oligonucleotides bearing an -0-[ (carboran- 1- 
y 1 ) alkyl ] phosphate , S- [ ( carboran- 1-yl ) alkyl ] phosphorothioate , or 
Se-[ (carboran-l-yl) alkyl ]phosphoroselenoate in place of the 
( carboran- 1-yl )phosphonate moiety can be used. Oligonucleotides of 
specific gene sequences that include one or more 3 1 , 5 ' -linking- ( carboran- 
1-yl )phosphonate moieties can also be used in antisense therapy in the 
selective modification of gene expression. Compounds can be used in 
urogenital BNCT therapy that contain boron clusters as a means to 
enhance lipophilicity wherein the boron is not enriched in .sup. 10 B, 
but instead, in the .sup. 11 B isotope. The therapy is accomplished by 
administering the boron-containing compound by any appropriate route, 
including by intravenous injection, oral delivery or by catheter or 
other direct means, in such a manner that the compound accumulates in 
the target tumor. After desired accumulation of the compound in the 
tumor, the site is irradiated with an effective amount of low energy 
neutrons . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and compositions for treating urogenital tumors, and particular, 

cancer of the prostate, bladder, and kidney, with BCNT, are disclosed. 
Any boron-containing compound that is sufficiently lipophilic to pass 
through the appropriate urogenital membranes in a quantity high enough 
to achieve therapy on irradiation with low-energy neutrons can be used. 
Carboranyl-containing nucleosides and oligonucleotides are particularly 
suited for use in BNCT of urogenital tumors. Preferred compounds include 



5-carboranyl-2 ' -deoxyuridine (CDU) and 5-o-carboranyl-l- ( 2-deoxy-2- 
f luoro-p-D-arabinofuranosyl ) uracil (CFAU). Nucleosides and 
oligonucleotides bearing an -0- [ (carboran-l-yl ) alkyl ] phosphate , 

S-[ (carboran-l-yl)alkyl]phosphorothioate, or Se- [ (carboran-1- \ 

yl) alkyl ]phosphoroselenoate in place of the ( carboran-l-yl )phosphonate \ 

moiety can be used. Oligonucleotides of specific gene sequences that 

include one or more 3 ' , 5 ' -linking- (carboran-l-yl )phosphonate moieties 

can also be used in antisense therapy in the selective modification of 

gene expression. Compounds can be used in urogenital BNCT therapy that 

contain boron clusters as a means to enhance lipophilicity wherein the 

boron is not enriched in .sup. 10 B, but instead, in the .sup. 11 B 

isotope. The therapy is accomplished by administering the 

boron-containing compound by any appropriate route, including by 

intravenous injection, oral delivery or by catheter or other direct 

means, in such a manner that the compound accumulates in the target 

tumor. After desired accumulation of the compound in the tumor, the site 

is irradiated with an effective amount of low energy neutrons. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



